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^ T««icS-5-r*ci*4#«fc-rft. [xSJH] *mz<n. ADP£^{*teln^;&tfACATPiS3ij£. hb#i::x 

O ii»H*«L^rsij^ic«^t"*ao)Eaiafitifii*. i^iks&ifc (*#i^ A) \ztt-rz>mmmt&* sum** fijbitio 
^ mm. &fa&mmm. m^m^±^<Dmmmtmzm^^mm<D^m^it^m (#\z s t&mm) tLx 
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X) &?\%mZi-?m&*>^tmZ-*>tVT:^2> WTtf-~T^X, S*I37#, mi595 H (1988 
4£) [Diabetes, 37, 1595 (1988)]}. 

if), *fctt^>^U>^ttfc*^<*«WaW©#®l!ftH^&ti«'r*tt**« 

HMG-CoA fctrTn) at7C»*lfi*»Jtt> SIMS5S:iU ^^ibT7rn-A'ilM® 
teffi©ffl»l3&*£3S"*-tf<* M«©WJ»Jime*fctt»JIIWifl:**#fc*H"* hmg-CoA JStcBBKB* 

wgtsntv^ {/*f • xh • n-f • 7 % 960 #, 294 

M (1988) [Biochim. Biophys. Acta, 960, 294 (1988)]}= 
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rt&Xttfflft^ 5ii![il$n§ AD P C tA^Tt 5. ADPH 

unz, ad ffi&[sxsia.frffi.&mmfr?z>o ^r(Dmm. ^©i^^^u 

JcoT^inSn?.. Jlli/h«^6©ADPttm©«^*fcttADPS^O»2ferjC^^»J 
ADPS«*W«ail^!S*I**fcbTVa*jii:*«^snTVJS. 

ti-arT^Tj-r^^t^W^I^^^^&tlTV^ [0!!*-^ The Washington Manual of Medical 
Therapeutics, 29th Edition* by Department of Medicine, Washington Uniyersi ty School of 

Medicine (1998)]. £/t> mituftmmft<DmR&Tm&mn<D^t.fc&&t>itTmtt&m 

^W^>"C^«»Jlifc^iiS$nTViS[^il^.^Diabete&Metabolisme (Paris), 21, 139 (1995)]. 
Drugs of the Future, 25, 171, (2000)], ^©^tt£laB!t"£££ i fo, 

a*, ifcigi:#Aen§ 5 ^nst, ADPS«*MS^R^ACATEa«w*«a*'&*>-a:T 
tttt»jRt^Ac ATia*sii*j!a*-&to-e:Tffifli-r* £ t*»,*»«»c*w*«i«aft»Wf^ffl t 
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KmmxummwM^-kmmommmtmz^T^mm m\z. mmmzfc) o^mxu.mm 

»J*fc»W**oiSWa^o^**«JiUtt* Oftfc* A) fcK#"T*!iiR:J:*»«Kfl3 

*56?a©Bai6iad6'»©WS*fiJ6^«» AD PSSHWS^Rtf AC ATB&^T?**. 

USP 4,051, HI XteUSP 4,127,580 tEttStlfc, 5- [(2-?D07i^W ~ 
4, 5, 6, 7-f b^hHo^x; [3, 2-c] tfUv ? > {5-[(2-chlorophenyl)methyl]- 
4, 5, 6, 7-tetrahydrothieno[3, 2-c] pyridine}, 

USP 5, 955, 447 RtK Journal of Medicinal Chemistry, 1999 ^, fg42^, p. 213-220 \zW.ffi 
tsmti. N- [2- {t^JVttr) -2- [(3, 3, 3-hU7MD7 P D^W 5=- 

;*-] -5' -7f-JHl <; 6/7>tF'Jh , '^^nD^5 1 l/>HX7*X7*>® 
{N-[2-(methylthio)ethyl]-2-[(3,3, 3-trif luoropropyl) thio]-5'-adenyl ic acid, 
monoanhydride with dichloromethylenebisphosphonic acidh 

Journal of Medicinal Chemistry, 1999 ^, 8142^, p. 213-220 fcfBfc^nfc, 2- C/o 
-5' -7t^8 • ^E/T^tFU H • i^ao^t^fcfx C7*x:7ar->Bfc) 
[2-(propylthio)-5' -adenylic acid, monoanhydride with dichloromethylenebis(phosphonic 
acid)], 

USP 4, 529, 596, USP 4, 847, 265 KM USP 5, 576, 328 KlfE«2*lfc> *3=Jl/ (+) - (S) 
-a- (2-2uu7*~)V) -6, [3, 2-c] tf'J> ? >-5 (4H) 

-T-fe^— h {methyl (+)-(S)-a-(2-chlorophenyl)-6, 7-dihydrothieno[3, 2-c]pyridine- 
5(4H)-acetateh 
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OSP 5. 288, 726 *b<tt WO 02/04461 K=K«Snfc, 2 -7"fe 5 - (a-zspuzfu 

&V*)l>#=.)V-2-7)UJrU'<>i?)V) -4, 5, 6, 7-rh7kFoW [3, 2-c] 
tf ' U > { 2-acetoxy-5-(a-cyclopropylcarbonyl-2-fluorobenzyl)-4, 5, 6,7- 

tetrahydrothieno[3, 2-c] pyridine}, Xtt*nS©£3±*r^£n*iin?<&D, 

ffjiCtt, 5- [(2-^DD7x^) ;WW -4, 5, 6, 7-fh7kHo?x; [3, 

2- c] fc!U5» .^©ttt)', N- [2- (*9-J\&*) -2- [(3, 3, 

3- hU7;^D^Dt!;W 3^] -5' -7r-^SS' : £/7>th''J F-^dd^> 
tfX7^X7*>m, (+) - (S) -a- (2-^D07x^) -6, 7 — >>fc F 
P^X/ [3, 2-c] fc£U^>-5 (4H) -Tir^-h (#fc, *■©««*», X«, 2- 

(o!-->^D^'Dfc!;v^;^x;i'-2-7;i/^o^>> ? ;i/) -4, 5, 6, 7 
_^ h ^ tHn ^ xy [ 3> 2-c] tfu^> (#*-, ^-oMt), xtt*ns©S8aLfcflF& 

HfcffiBfctt, 2-7-kb^>-5- (a-'>i'D7'ntf;WMr t ;|/-2-7MP^>^ 
;» -4, 5, 6, 7-fh7tFa5 1 x; [3, 2-c] fcf'J^>X«^-tie»o^a±^S 

n^m (#c -c**. 

W0 92/09561 fcfB«$nfe, (±) — N— (1, 2-y7i^X?;W -2- (2-^^ 
;^^> 7a: -;i/)7-fe^5 F{(±)-N-(l,2-diphenylethyl)-2-(2-octyloxyphenyl)acetamide}, 

USP 5,491, 172, USP 5, 633, 287, USP 6,093,719, USP 6, 124, 309 \t USP 6. 143,755 

B«Snfc,'2, 6-fcf* (l-^SMPX^W N- [[2, 4, (1- 

*f)V3L?-)V) 7i-JH 7-k^;U] 7>JV77^-F { 2, 6-bis (l-methylethyl)phenyi 
N-[[2, 4, 6-tris (1-methylethyl) phenyl] acetyl] sulfamateh 

USP 5, 120, 738fctam$nfc (IS, 2S) -2- [N — (2, 2 -S^^I/^O tf;W -N 

-y=;p*;w^-r;H 75/>'^D^-tf->- l — ov 3- [n- (2, 2, 5, 5-rh 
^ ^ ^ ;w _ ! } 3->?^-^-tJ->-4-7a ;P # x;iO 75/] ^nift*-h 
{ (IS, 2S)-2-[N-(2, 2-dimethylpropyl)-N-nonylcarbamoyl]aminocyclohexane-l-yl 

3_[fj-(2, 2, 5, 5-tetramethyl-l, 3-dioxane-4-carbonyl)amino]propionate}, 

USP 5.990,173 fcR*Stlfc, (S) -2' , 3* , 5' -bUpWl—4' -th*D^>- 
a _ Y^^fr^Jr- o-7i-^7t^-U H { (S) -2', 3', 5' -t rime thy 1-4' -hydroxy- a- 
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dodecy 1 1 h i o- a -pheny 1 ac e t an i 1 i de h 
USP 5,849, 732 KfBifcSnfc, 2- [3- (2 -z/p U^\^)V^)V) -3- 

{ 2-[3-(2-cyclohexylethyl)-3-(4-diraethylaminophenyl)ureido]-4-methoxy-6-tert- 
butylphenol hydrochloride}* 

WO 96/26948 izWM^tlfty (-) -4- {(4R, 5 R) -2- [3- (2, 6-iMV:7°0 
\f.)V7^~)V) frWF^WM -4, 5-^*9^-1, 3-WV5>-2 — OH 7x 
— ^- X 7ac— h { (-)-4-{(4R,5R)-2-[3-(2,6-diisopropylphenyl)ureidomethyl]-4,5- 
dimethyl-1, 3-dioxolan-2-yl}phenylphosphate} R^CD^&y ± h U ^A^, 

EP 987254 \ZMn^ntc, N- [2, 4 - fcfX (*^5^-) - 6 - 3 - tf U 3W] 

-2 - [4- [2- (t^tyD [4, 5-b] tfUi?>-2 — ( Jltt) X?;U] t!^^> 
-l--r;H T-fe^5F { N-[2,4-bis (methyl thio)-6-methyl-3-pyridyl]-2-[4-[2- 
(oxazolo[4, 5-b]pyridin-2-yl thio) ethyl] piperazia-l-yl]acetamideh 

USP 5,475, 130 fcfB«fe$n7t, N- (2, 6 -SM V 7*u \f)V7 x.—)V) - 2 h y^i^JV 
^^■T-fe^5 H {N-(2, 6-diisopropylphenyl)-2-tetradecylthioacetamideh 

USP 5, 733,931 KUBgcStlfcx by>7-l, 4-fc*X (4- 

{trans-l,4-bis [[i-cyclohexyl-3-(4-difflethylaminophenyl)ureido]methyl]cyclohexane}, 
■WO 96/10559 fcffifcSftfc, 1-^>^;1/-1- [3- (tf <5V—)V- 3 — - f;W "*>3*;H 

-3 - [2, 4 - tf 7 (*^)V9**) - 6 - i?>- 3 )U] VUT 

{ l-benzyl-l-[3-(pyrazol-3-yl)benzyl]-3-[2, 4-bis (methyl thio)-6-methylpyridin-3-yl] 

ureah 

USP 5, 990, 150 ^b<te USP 6,127,403 KlfBmSfttfi:, N- (4, 6 1 -1>?- 
M>H'J>-7-<^) -2, 2-^^5 L ;i/ynn>75.H {N-(4, 6-dimethyl-l- 
pentylindol in-7-yl)-2, 2-dimethylpropanamideL 

USP 6, 063, 806 SU<ttUSP 6,200,988fclB«arifc> N- ( 1 -zftrf-JV- 5 -tf/W^S/ 
*J-)\s-4, 6 > h* U >- 7 --f ;P) - 2 , 2-y^fJ|/7'D/ , !>7SF 
{N-(l-octyl-5-carboxymethyl-4, 6-dimethylindolin-7-yl)-2, 2-dimethylpropanamide}R.£Pe 
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ftMMZ* 2, 6-t*X il-^)V^)V) 7i-Jk N- [[2, 4, 6 - h U X (1- 

jWkx^W 7x.-)ii y^-)V\ ^yr^—v, (s) -2' , 3' , 5* -mj*^;u 

-4' -fc FD^>-a - Hr^W-a-7i-;i'7t^- U (-) -4-{(4R, 5 
R) -2- [3- (2, 6-i?-fV^alf;U7x-;i/) ^WKpWI,] -4, 5-i?*?-JV- 
1, 3 - mV7> - 2 77x- N- (2, 6 -5M V7P bf-H^ 

x— ;w - 2 -^h^^n^r-fc^s h\ h^>x-i, 4-tfx [[1 -s^d^s^ 

-3- (4-^ws;7i-;w #wf] ->^n^tf>> 

- [3- (tr^y— ;i/-3 — ^>^;W -3 - [2, 4-t*x (t^frtt) -6-^9=- 

;HfUS^>-3 — tfl'T* N- (4, 6->?^^;i/- >HU>-7— f;w 
-2, 2-^/?^7°nA>75H> N— (1 -^^l/- 5 -ti)V^^rz^^)V- A, 6-5? 

^^;k>hu>-7 — ov) -2, 2-^^7ha>75 h\ xa^nsoiii^s 

MfcfffcfcHU (S) -2' , 3' , 5' -hU^^-4' -kHn^-a-Ff-^f 
^--a-7x^7t^-'JK, (-) -4- {(4R, 5 R) -2- [3- (2, S-V^V? 
Ptf;i/7x— ;W DKH^fJl'] -4, 3-^7 7>-2-fJl/} 7 

i^7*77i-h, 4-tfT, [[l-->#n'\*->;l'-3- (4-5^WP 

75;7i-;W W H] >ww 5>^n^^-tJ->, i-^>^-i- [3- (tr^i/— ;w 

-3— f;W ^>5*;W -3 - [2, 4-fcf* -6-*?-n'}ZV5»-3-<M 
VUT> N- (1 5 -*l)VtfJris*^)l- 4, 6 -S>J>Wl"f > F U >- 7 — 

-2, 2-^fji/7D/^>7iF, x^-enso^aJh^w^nsmirabo, 

«fcDieifctt> n— (i -jt^^- 5-7j;^^->^5 1 ;i/-4, 6 -^^ofu >- 
7— ov) -2, 2-^?;i'7'n^>73Fx^na0ii±w : t$n§ii-eso, 

n— (i-^-i7^;i/-5-7j;^^->^^;i/-4, 6-^^;k>hu>- 

7 — f;W -2, 2-^^^7oA>75 F©BStI&& flfrfcl, l/2«K»tft) 

*mw<DmMn&M<Dmmj$.fr-c$>z> ad p«mtAix»A c ATna«?Wtt, ^fmtjcu 
*«»©isaB^*^TOj*a''T?» 5 ad p swsttfaxtt a cat 
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ftMSTSKiSirc 5 #71/35 3 0 #|W8LSIU*rtH bfc^^MT^^XttMJET-eW^S 

*<fe*3RR*tt> 5§ts> limb<»jimoJ:)am ; ^ 

■fx>Kfi, fS5mtft> ^^U<ttTW>i?m©«fc5?5:^7;^>^;X«^;^5>m 

mm-r*WLifi 2 ^r-c* * adp &mmmfim khacat mmm t«o it* 

(%;Hfc) 30*1 : 1X&2 : 1 (|?lf:B, 2:1) "r*S^0DV^tl>b*^ic^$n, * 
*%l|OE»||©t^Tg5AD P gg#3t#ufflxra A C AT E#3W#*»tta£ 

%Tz>mm±f<r®t5nz>mz-?z> z\ t^-e^-^ 0 it* x— ttmr, x*?=- 
;n^x«T;i/n-;i/^-esof#, $f?ifc^ fflMst-sttaEiaaresaTjsa 

f§. ^-Ock^&iStlTe, Mx.fl ^h'J^Al^ U5 t »>AiftCD«fc3&7 , Jl'* 

t-t^ws^ift, ^>^;i/75>t, ^jPftUMlL ^;un-y-5>ii, 7i-M'j-> 
>7;wnxf^*, x5 i P>s?75>t, N-^^;^;^5>m> ifr=.v>m. 

^75>S,.hUXW5>I, y^DA+^7S>I, N, N' -P^>V)VX.^V> 

^;WT5>m> t!^5^>tt, ^-Yv^frTy^-^hM. HJX (tpa^^P) 75 
/**>^©«k3&#aHfia£ifi-l?tfcD*§» #JSfctt, 7;p*U^JBift Oftfc* ^bU^AitXfci 

#«|li©B2!iifcJ«4&©^J5^T?* -SAD P fi##MS«B(lBlXI4A CAT lz \t. HIM 
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*&w<Dm.mm.i&m<D&$bi&fr-v&%> ad ps«<ws^tSdxttAc ati^pjh, © 

^BJOMa^O#^)^T?^§ADP^^taSiJX«ACAT|Ja^J^ r^B^tCJ & 

#36 IE ©Eia^iiofi^T? feSAD p &mtt£&ffl\x » a cat * r^r ia ^ 

ftSjfcADPSWttSBWsia-^b* &v>TS»e>&nfci$Mg&c» acat 
lassa lt *> «k < , & vi jk«) k a c a t mmm b , ^ v^-e^ae) & ti&^iwac 

A D P g^#:^^J b T «fc Vio 

(1) ADPStMttJWiW, 5- [(2-^0071-^) -4, 5, 6, 7 — r" 
h7tHo?xy [3, 2-c] fcPJS>>, N— [2- X^H -2- [(3, 
3, 3-h'j7Mo7*olf;W -5 * -7f-M • 7>k K 'J H • ^7 n D^f 
U>¥Z.-7*X7*>n> 2- (7"atf^ft) -5' -7r-il'S-ty7>kH'JH-7J' 
on*3^>fc** (7^7.^*>^), (+) - (S) -a- (2-^DD7xr;i/) 
-6,. [3, 2-c] fc!U5»-5 (4H) -Tir^— K 2-T-feh*~> 
-5 - (a-v^a^afcf^Jl/tf- )V~ 2 -7;p*n«^>S?;W -4, 5, 6, 7-rh7t 

Knfxy [3, 2-c] xtt-ensosiaiM^nsifi-e^-sBSteiajsfi*, 

(2) ADPSMrt*^^ 5- [(2-^on7xz;W ^^;W -4, 5, 6, 7 
h7kh*DfX/ [3, 2-c] fcr'J3»-«fflftttt, N— [2- OWl^*) X^;H -2- 
[(3, 3, 3-h'J7MOT J Dtf;W ?^] - 5* -7Tx;m-t7 7>kH'JH-^ 

nn^?L/>t'X7*77*>E (+) - (S) -a- (2-^nn7xx;i/) -6, 

7-e;kh*Dfiy [.s, 2-c] eus»-5 (4H) -7tr-h-«i|, 2-7-feb^ 

5 - (a-y^o7"nt!;W;Hr;|/-2-7Wn^>7;W -4, 5, 6, 7-fh7 
kh'Dfxy [3, 2-c] t!Uv ? >X«2-7-feh^'>-5- (a —>:7 tf;u#;utf— 
;i/-2-7;U^a^>v J ;i/) -4, 5, 6, 7-f h^kFOW [3, 2-c] tru^>- 
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(3) ADP*«P#Hi#tai*J, 5- [(2-^nD7x^W -4, 5, 6, 7-5=- 
h7hFDfi; [3, 2-c] KUS^>Xtt*©*llJiW#Sn«*T»SES3!Sa5J5<», 

(4) ADPg§#ftJfim 5- [(2-^nn7x-JW -4, 5, 6, 7-^ 

h7tH'ofxy [3, 2-c] >mmr?&z>mMw.j&<y>), 

( 5 ) AD P »#3§#t»|jfl*» N- [ 2 - (pWl/^;*) xgSU/J -2- [(3, 3, 3 - h 

U^;i/^a^ntf;w) 5^] - 5' -T^— /Hft • T>fc HU F • >^onyg^>tfx:7 

(6) ADPS§#«iJ^ ;*fP;W (+) - (S) -a- (2-i?nn7x-Jl/) -6, 
7-^bFo^X/ [3, 2-c] tfU> 5 >-5 (4H) hX«*©aia±fN&;£*l 

(7) ADP§§#WJ^ ^5=-;^ (+) - (S) -a-(2-^nD7i-;W -6. 
7-S?fcKn^x/ [3, 2-c] tfU^>-5 (4H) •«^&&ISIi£l&/& 

(8) ADP^^ta^, 2 - 7t h4'>- 5 - ( a - n7n tMMr JI/- 2 - 
y)V^ru^y^)V) -4, 5, 6, 7-rh7tHofx; [3, 2-c] tf»j ^>X«^-<d3I 
SUM S ti * S BagffljftMK 

(9) .ADPS«#t^iClW*s, 2-7-feh3^>- 5- (a->^n7Dt!MM^-2- 
^;^n^>5?;0 -4, 5, 6, 7— ^h^hFn^X/ [3, 2-c] tfUv ? >X»2-T 

(a->'^o7*ntf;^;i//}?-;i/-2-^;p^-D^>^;i/) -4, 5, 6, 7- 

fh7bHow [3, 2-c] tru^> • ttaftti[7««EUiajufi«> 

(10) ACATEW, 2, 6-fcfX (l-XT-JVJLT-M 7x^ N- [[2, 4, 
6-h'J7 (l-^fSnocg^W 7ir;W T-feSSJW ^77^-h, (S) -2' , 3' , 
5' -b HD^>-a- Hr>Jl'ft-a-7i-^7t^-iJ F, (-) 
-4- {(4R, 5R) -2- [3- (2, 6 -SM V 7°D Kjl/7i^) C/Kh'/^W - 
4, 5-^^-1, 3-yt^V7>-2 — OW 7x^7*X7x-h, N— (2, 6 
-^V7Dt:;i'7xr;jW - 2-fh7T^Wt^5 K S7>7-1, 4-fcf*[[l 
-2/^a«^4r^-3- (4-y^^7S;7i-JW £WK] */9 w\tt>* 
1-^>*J)V-1- [3- ( tT ^V— 3— (Jl) 1>i?)V] -3- [2, 4-tiX 
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tt) - 6-^^;ptru^>-3-' r;H wt> n- (4, &--j^)v-i-^>^-)\>^> 

K'J>-7--TJl') -2, 2-^fJl/^n^>7S N— (1 -IrZJ-lV- 

*?)V-4, 6-^^WW>KU>-7— OV) -2, 2->^fJ^a;t>7^h\X^ 

(11) ACATia$^\ (±) -N- (1, 2--Jy^)V^)V) -2- (2-^^ 
)V**i/7 3L-)V) 7-fe^$h\ 2, 6-fcfT. ( 1 - *5F;l/X5P;i/) N- [[2, 4, 

(l-^wux^;!/) T-t^vi K (is, 2S) -2- 

[n- (2, 2-> ? ^g i ;pyntf;i/) -n-zx^^i/A^-oki T$y->^n^iJ->- 1 - 

-f^ 3 — [N— (2, 2, 5, 1, 3 4- *fr#-)l>) 7 

5/] T/OfcM-*— K' (S) -2' , 3' , 5' -h'J/?;i/-4' -hh'Q+v'-a-HT 
^W-a-7in^7-fe^-'Jh\ 2- [3- (2 n^v-^x^) - 3- (4- 

^WS7 7xr:JW >^WH] -4-^ h^^-6-tert-y^;i/7x/— ;P 
(-) -4- {(4R, 5R) -2- [3- (2, 6 - SM V7P \Z)V7 ^HWf 

M-4, 5-^pwi/-i, 3-w;7>-2 — r;w 7i-;k7tx7x-h^;t 

HJ^Ait, N- [2, 4-tfX - 6 -pWP- 3 -tf U 5W] -2- [4- [2 

- (*^yn [4, 5-b] t!Ui?>-2— r;w^^) x^;w tf^>>>- i — <;H T-fe 

N-. (2, 6 -v^-f V^Dtf;i/7iX;P) -2-fh7T->JW7t^5H, 
X-l, 4-fcfT. [[ 1 - ^ P^^V- 3 - (4-^^^7$ /7x-;W ^KM^ 

5fju] v-^o^if>, i-^>s?;^-i- [3- (tr^v-Ji'-s — r;w ^>i?;w - 3- 
[2, 4-t*x (*^;i/5^) - 6-*9-)V\zv&>- 3 — r;w ^1/7, N- (4, 6-^y 
^;i/-i-^>^;p-r>HU>-7 — r;w -2, 2-y^woA>7SFxttN- (1 - 
^g t ^-5-*;w#*'^9 1 ;w-4. 6 - ^?;k > H''J >- 7 -'f M - 2, z-v*?- 

(12) ACATMF»J#, (S) -2' , 3' , 5' -hV**-Jlr-4' -tHD^-d 
-Ffyil'W-a-7i^l'7t^rU h\ (-) -4- {(4R. 5 R) -2- [3- (2, 
6-^V7d^7i^W ^WF/fM -4, S-S?*7-)V-1. 3-y**V5>- 
2—iM 7^-)l,Z7*X7^-b. V=7>X-1, 4-tTX [[1 -i/^n^^l'- 3- (4 

-^^7s;7i^;i/) # w H] y^ju] ->^p^-y->, i -^>> f ;p- 1 - [3- (t° 
7 4 /-^-3-^jw ^>^;W -3- [2, 4-ex (pWi^jT) -6-*^;nfU^>- 
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- 7 -<;i/> -2,2 -5?^f;^D/i>75 h, xtt-tns©iia«±tt^Fsn<5m^»*BSii 

(13) ACATB&#W, N- (l—*??-)V-5-*))\s-#*ri'*?-n'-4, 6-5?*^)V 
-f >H'J >- 7 — f ;W -2,2 -^^n/t>75 KXKfr*©^±ffft53*lS4Src** 

(14) ACATSW, N— (l-^^5 i ;P-5-*;^^^5 i ;i'-4, 

•f > HU >- 7 — r;w -2, 2 l<<z)i(fflWftTrfe*Ei6iari&i»,' x«, 

(15) ACATE«i)*J, N- (l-*^9 l ;H5-*)HH*'>^f;i'-4, 6 -S?*9\>1/ 

-t>hu>-7— ' r;w -2, 2-^^n^>7$p- i/2j8S^tre*se^&j&^£ 

JilB (1) 75S (9) «fcD^$nfcADPS«flct^t3WR^±1E (1 0) 75S (1 5) 

^DM^nfcACATiaw^j^ffiic^*.-&t)-&T#6»n^.is^i^t>, mr??*©, 
fee* 

(16) ADPg§#*Sm 5- [(2-^DD7i^) -4, 5, 6, 7- 
fh^tFPfx; [3, 2-c] fcfU^X N— [2- (^Wl/^rt) X^;KI -2- [(3, 
3, 3- h'J ^;U^-P7°P tf;W ^] -5' -7f-^t • t/7>t h'ij H • ^on^f 
}/»d7.7*7.7*>m.. 2- C/ntf;!^:*-) -5' -7r-M- : E/7>k't ? 'J F-^ 
ua*^U>}£X (7*X7*>WO* (+) - (S) -a- (2-?Dn7i-JW 
-6, [3, 2-c] tfU^>-5 (4H) -y-fe^— K 2-7-feh=^> 
- 5 - (a—>^D^ntf;^;i/^-;v-'2 -7;i/^-o^<>^;W -4, 5, 6, 7-rh7k 

Fpfx; [3, 2-c] t°'j^>. y.u j tti*><Dmm±vt&titiz>m.-c&v). 

ACATB&#3Sl3fi«, 2, 6-tfT. (1 -^WKt^JlO 7i-Jk-N- [[2, 4, 6-hU 
X (l-pWI/Xg^) 7i-;W T-fe^] X^77^-h> (S) -2' , 3' , 5' -h 
U^5 1 ;i'— 4' -kHD*'>-a-Fx'>JV5 : t-o-7x-Jl/7Wr:UH, (-) -4- 
{(4R, 5R) -2- [3- (2, 6 V7°U tfJI/7iX;W #W K*^] -4, 5 
-SJ^WP-l, 3 -v ? ^"4 i y^>-2— f;W 7injP7^-77x-h, N— (2, 

yynbf;P7^x;0 -2-Th7T^wt^5K, h?>x-i, 4-tfx [d--> 

^n^S^-3- (4-y7?^7=y7i-;W £KF] *3\>W 5^^.0^1f>, 1- 
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^>-j)V-i- [3- (tr^y— ;p-3— -ow) OVM -3 - [2, 4 -fx 

-7— r;p) -2, 2-^^^;pyn/^>7^ h\ n- (1 -5**3^- 5 -%)V-$*rl/*?-)V 
-4, 6-e?^^;K>Fu>- 7--r;i/) -2, 2-^^0/^75^, xtt^nao 

(17) ADP^^fexSJ^ 5- [(2-^na7i-;P) -4, 5, 6, 7- 

fh7kh'nfxy [3, 2-c] t! U P > • tt^it, N- [2- (pWl^;*-) -2 

- [(3, 3, 3- h<J^;^ayntf;|/) -5' -7r-JHS- ; ey7>th*iJH-^ 
i?DD^l/>k'77tX7t>E J'Wl' (+) - (S) -a- (2-i?DD7i-;W - 
6, [3, 2-c] fc?Ui?>-5 (4H) h • 5?tl?l&, 2-7-fc 

{a-iy^7uyu\f.)VtJ)V^)V-2-y)V^TU^>V > )V) -4, 5, 6, 7 
h^tHD^x; [3, 2-c] t!U> f >X«2-T-feh^r^-5- (a — i/ty P ^7°P \f.)\ , 'tl)V 
#-)V-2-7)VJru^>-J)V) -4, 5, 6, 7-rh7k Hn^x; [3, 2-c] t!Ui? 

ACATiasij^ (±) — n— (i, 2-e;7ixji/xf;w -2- (2-^-^5^;^^^ 

■ 7IXJW h\ 2, 6-fcfX (l-^^X^W 7iXJV N— [[2, 4, 6-h 

ux (l-pwuxg^w 7ix;h X)i7r*—h. (is, 2S) -2- [n- 

(2, 2 -> ? ^^;i/7 ,, ntf;i/)-N-yx;^;w\* ; E-r;i/]T5/>':7n^\^if>- 1 — ov 3 

- [N- (2, .2, 5, 5— 5^h^;*3\>P- 1, 3-i?ttV>-4-il)\>i£—)V) 75/] ^ 
nW*-h, (S) - 2' , 3' , 5' -hU*^;i— 4' -tHD^>-a-Kf->m 
-a-7iXJV7t^x'J H, 2- [3- (2 -5/£ n^S^XfSHO -3- (4-v 5 ^^ 
75/7XXJ1/) -4-* h^->-6-tert-y^;i/7^/-;i/ jfiftlK. ■(-) - 

4- {(4R, 5R) -2- [3- (2, 6-^V7n^7i-JW 7W^fJW -4, 

5 - *?*9-)V- 1 , 3 -WV7>- 2 -fJH7xXj|/7t77x- b -^7 ^- h U 

N- [2, 4-tfX {^)VJ-^r) -6-^^-3-tfU^;W -2.- [4- [2- (rfrW 
VP [4, 5-b] fcf'J^>-2— (fr?*) x^;U] tf^7^>-l — OKI T-tr^5 h\ N 

- (2, 6-^77'Dtf^7iXJW -2-Th7r->>»Vg 1 t7t^5 h\ h7>7x-l, 4 
-t*X [[1-->^p^->^-3- (4-^W5y7ixjW £WF] *?-)V\ ^9 

w\tt> % i-^>> 5 ;i/-i- [3- 0£?v— ;u-3 — r;w ^>> ? ;i/] -3 - [2, 4-. 
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^>3\>M'>FU>-7— - tM -2, 2-is*3 L )V7un>7s. FxttN- (.i-^-^^v- 

(18) ADPff^m 5- [(2-^DD7l-;W *3\>W -4, 5, 6, 7- 

rb^tHnw [3, 2-c] tfu^^^o^a-bff^^n^m-efeo, 

ACATIS^J^ (S) -2' , 3* , 5' 4' -tHn^-a-Kr^ 

JW-a-7i-m^^'JF, (-) -4- {(4R, 5R) -2- [3- (2, 
y^DWi^)')W^fJH-4 ) 3-mV9>-2- t)V) 
7i^7^X7i-F, 4-HX [[l-^i7P^->;i/-3- (4-i?^^ 

;i^7 5/7i-;w #WF] ;WW s^n^w^ i-^>-j)v-i- [3- (tr^y- 

JI/-3-- ^>i?JH-3 - [2, 4-l?X - 6 -pWHf U S^>- 3 — f 

«7i^T, n- ( 1-^3^-5 -^tH^^wi^- 4, 6-i?^^;w>HU>-7- 

(19) ADP^^iix^J^ (+)-(S)-a-(2-^nD7i-M -6, 

[3, 2-c] HU> f >-5 (4H) -Tiz^— hXfcfrtoSISLhJfi&an 

ACATEW. N- (1 -^-^^-5-*;^^r>'^^-4, 6-^^^;i/-r>FU 
>- 7 — f ;W -2,2 -^/Wn/^TS HXtt-e©ll±^$ti5tl?^5E^ 

(2 0) ADP§§MW, (+) - (S) - a- (2-^DD7i-;W -6, 

[3, 2-c] tfU^>- 5 (4H) -7iz^- h • itST^O^ 
ACATffi.*SiJ^ N— (1 -*2^)\>- 5'-*;P^'>^^;W-4, 6-WJM>F'J 

>- 7 — ov) -2, 2-^^i/7*n/t>7$ Kx^o^sjbW^^n^m-e^^is^m^ 

(2 1) ADPg^#:^irC^, 2 -T-fe b=*^>- 5 - ( a - Wlftfrtf—fr- 2 

-7)VJTUK>i?)V) -4, 5, 6, 7-^h^t FuJ-JLS [3, 2-c] tf'J^>X«^-<D 

ACATB^BJ^\ N- (1 5-fi)ls#*is*^)U-4, 6 -v^^Wf > F U 
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(22) ADPS^WWS^ICW^ 2-7*^-5 - 

-7^*0^>5?^) -4, 5, 6, 7-fh7th'Dfx; [3, 2-c] tTUS»Xtt2- 

7irh^-5- (ot-^^o^ , ohr;u^;i/fc;i'-2-^;v-^-n^>^;i') -4, 5, 6, 7 

-rh^tHn^X/ [3, 2-c] tfU •ttt»arCfcD» 
ACATBMFSWVN- (l-*ir^-5-*;U#4 t ^5 t -«'-4, 6 -S?*3S>Wf > F U 

(2 3) ADPS#(WS$t»l**» 2-7*^-6- (a-^nyoK^*JW?=^-2 
-7;W*D«^>3?;W -4, 5, 6, 7-fh5th*nfx; [3, 2-c] t!'j5?>X«2- 
(.a-is?U-7n¥)l%)l>ts-)V-2-y)l>Jrns<>i?)V) -4, 5, 6, 7 
-Th^th'D^X/ [3, 2-c] t:U^>'«fflftJftT?*Ov 

acatiw, n— (i-^^;i/-5-^;p^->^^;i/-4, e-s^ssn^r^py 

> _ 7 _^;0 _ 2 , 2-^^^;i/7'a/N°>T5 F • l/2Jfcl!^&5|g^m/&^te:>' 

(24) ±ib (i) 75S (2 3> o^feia^o^«*ajiii»*fc«;#'r* - 1 \z &zwim 

(25) iajftLK^A^feS (2 4) O^T^S. 

[^BJ©^M<Z)M] 

^HJODE^m^©*"^^2&«AD PS*fl^3HH:,nSP 4, 051, 141, DSP 4, 127, 580, 
USP 5. 955.447, Journal of Medicinal Chemistry, 1999 fi§42 3£, p. 213-220, DSP 5, 721, 219, 
USP 4, 529,596, USP 4,847, 265, USP 5,576, 328, USP 5, 288, 726 tt W0 02/04461 {ClBfc 

*5SKOEatelftriS*0*^^T?**ACATRa#3(!Wtt» W0 92/09561, USP 5,491, 172, 
USP 5, 633, 287, USP 6, 093, 719, USP 6, 124, 309, USP 6, 143, 755, USP 5, 120, 738, USP 5, 990, 173, 
USP 5,849,732, W0 96/26948, EP 987254, USP 5,475,130, USP 5,733,931, W0 96/10559, USP 
5, 990,150, USP 6,127,403, USP 6, 063, 806 %L < USP 6, 200, 988 K:B3«©^ffi*&^-ttl6 
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^m<D AD P^#fe^J&tfAC ATEESSfl^ PIBttCXW^^B^TSU^ 

m*m\s, m&*>m^f£*b. mskmrn a) \znt^>mmmm.. m^u, mM.^mm, 
mmmmm.. ^mmm^mmcommmtmzm^-r^mm cmz, mmmtfc) v^mmx 

&mw<DmmRf&mv>m$j]i&ft'T:$>% ad pg^#^in:siis.tKAc ATiffja, «-*iWBn» 

Ufcm<D^%imfr'T;$>Z> AD Pg^j^^tfAC AT|a$^J^, 'S-^ngflnr^T^ £ 

>i? t?%-z/ x y&(D<$:o temmmmfc •, mwtymti ;w ~> v a © £ 5 fc^m ; ;i-> 
^aoj: 5 fcmimm!i*)\'>"y&<D & 3 ^mm.m^mmmm.mm^m^^ z. 

^;ptfpu hx v/7n^-jK sea. mmnmmtmwwt'&M&mtfz m 
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mtfv if-jufpu F>©J:5ft*b^#i>£nfc^>7 r > • -k^o-xms^tf^^t^-e^ 
itmmummm of^^^t- ssadp sstfw&siaiRtf a cat mmn\ ©fg#« 

PI O.lng (#m\Z\Z, 0.5mg)> -LPS lOOOmg ' OffjSlctt, 500mg) #H£nWS#©*i&fctts 
llU^feOTPS O.Olmg (SfjgKfciU 0.05mg), _kPS lOOmg OKfifcWU 50m'g) /&Afc2*bT 

f^>*^BJ^^^Sl!jW^^©^^X«^tCffiV^^^©ADP^#:}^^J©^«tt, 
**^ffl^*SiliL^@BiihSiJi:UTfflViS^-&©lS#S<J;Dt>, 4>fr<&t>#, A 

cat t <D&m *«n&8&*fc «fc o . s^ittit^ft < & o . 
* &, m © is^m^^j ©w^^^t? fe^ADP a cat msu ©&« 

©fcb^fe, ^WlKaKtoD^*^ 09*.fcS» SSJt-e, 1 :' lOOOO 75S 10000 : 1 <Dffi.mfa'V$> 
"»«fctt» 1 : 1000 7bm 1000 : 1 T?a5 0, 3Efc:#jBfc:tt, 1 : 100 100 : 1 t?* 

•5. 

2 -T-feh=^^- 5 -(a-^P^PWW^- )U-2-7)]s*n'< f >i?)l>)-4, 
5. 6, 7-rh7k h'a^x; [3, 2-c] tf U i?>Xtt 2 -7"fe h=^->- 5 - (a-v^ 
o^D^i3M-Jl/-2-7MD^>^W -4, 5, 6, T-rh^kh'Dfxy [3, 
2-c] t! US' K.tf> N- (1 -^•^5 i ;U-5-^;^=lrv'^^;l'-4, 6->>* 
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m±i) <Z>f£#&©ttW> fififcbT", l : 200 200 : 1 X*&% 0 

( 1 ) 

3?— ^PS^lMr (#* 1.0~1.5kg) ^3l/X5^D— (0.5X nl/X'T-D— 

;k 3« ^-^y^^sx* 3* n3tyiyt-f;w ^i^Tommsxi omm§mvmwiZ 

ftifro SU0 2Mtt 40g, &<D4Wm% 50g, ^L/Tit©4lF B 1S 60g -fO^bfe. 

@^nfcSi©tItlfc. ^-rn>^#A©#^, jfitfi^^W^n-jHS, *ttffitJ» 

stLn^m^mswm,(D^mz^n^m^mmum-' cfesi^i^tt^ff^, adp 

^#^i5t$!lK:tf A CAT BE^rU ^^JXteM TiiS P U fc. 8 W&\Z.WM ^^5ES 
i§rfc:m> £AMM£iifcHU AW^k#!^M^^©^ttl^ffofco £A)8iM (fl§#M# 
l&gfr^S 1cm) £iiJ®^ ^SWl^*^ (C0OLPX990, #5$;^#:— 3 >) £JBWC}S^U IS 

mitm^mmm^m^o mr^ m-^mm^m^^mmmm^. icm ©gg^susffiu 

#=^-2-7JW*P^>^;W -4, 5, 6, 7-fb7tHP5 1 i; [3, 2-c] fcfU^ 

y>-7— f;M -2, 
i ] 



WO 2004/009119 PCT/JP2003/009108 







18 






63. 6±15. 4 


266.6+120.5 


8.5±5.3 




47.2±14.2 


275.4±153.4 


5.5±1.5 


( \ m nr /\rrt\ 










40.6±19.8* 


60.0±34. 2** 


25.6±14. 8* 


(3mg/kg) 








K&mK (lmg/kg) 


24. 2±16. 6** 


46. 3±30. 1** 


31.2±15.9* 



+it^mB (3mg/kg) 



* : Dunnett <Dg,Mlt®t8ife\z&V*T^ > h n— )l>Wfott? G^Mm* 5% ?m ' 
** : Dunnett <D&mit®ffiLj£\Z&\,*Tzi > h u-)l>mztt-?Z>^Mm* 1% 

(D&m&vmntcmmmtfcmwm mmm^) &*kvtz. w^bt, #3§bj©, adps 
mm) tLxtftss. 

6, 7-5rh^fc HDfx; [3, 2-c] tf U 5^> (lO.Omg). N- ( 1 -jrp^fr- 5 

;p#=^>*9Mi'-4, 6-^?;k>H'J>-7 — r;W-2, 2-^f;i/^DA>75H 

£>flitl?^ (30.0mg), ?LM (408.0mgK h'^ ; &DZl^>7 P > (50.0mg) 2fc.£&X'T-T , J >Wr?Zf 
*>">A (2.0mg) *ffi-&U tT^fciDfl'^bT, 1 & 500mg O^JfT*. COiBSIt 
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2. ADP^TOJ^ 5- [(2-^nD7i-JW PWW -4, 5, 6, 
7th*nfxy [3, 2-c] trUS», N— [2- U^^) X^;W -2- [(3, 3, 
3- HJ^l^nynfcMW 9=-*] - 5 ' -7t-M • ; &;7>kH'J H • z?&nn*?-U> 
tfX7*X7*>^ 2- (yotr;^^-) -5' — T^XJUfc • 7">t HU K • v^DD 
^^I/>tfX (7*X7t>t), (+) - (S) -a- (2-^DD7xZ;W -6, 
7-v?hHDfi; [3, 2-c] HUi?>-5 (4H) 2 5 - 

( o - ->i7 a 7p jp- 2 - 7;wn^>^i/) - 4 , 5, 6, T-rh^fcHn^ 
xy [3, 2-c] tfus^^'xn-ensoKsajh^snsift-c**, w*©«ggg^i«cDEg 

3. ADP§t^H^ 5- [(2-^DD7i^) ^^;W -4, 5, 6, 7-^h 

5tFn?x; [3, 2-c] tru^>xtt-e©^a_h^$n<5>mT?*-5> Sf^O$gg8^1« 

4. ADP§§#^», N— C 2 — X^;l/] -2- [(3, 3, 3-hU 
7 )V*u~7u\±)\,) tt] - 5' ^T^)Vm.'^z^y>\^Y^Y'-J^uu^V>\±^^ 

X7t .^xtt-eoiiifffsnstT^s, m^ommm 1 KDgit^ir. 

5. ADPS«#WtJW^ (+) - (S) - a- (2-^PD7xX;U) -6, 7 
-^tHD^xy [3, 2-c] (4H) -7ir5=— hXtt^O^Si^^.tl-S 

6. ADP£«tf«S#t3!#«* (+) - (S) -a- (2-^DD7xrj|/) -6, 7 
-ytFD?X7 [3, 2-c] fc!US>>-5 (4H) -T-fer— h • Bffl6tt"e»*» »:&©$S 

7. ADP^#:Jg^J^% 2-Tir h^->-5- ( a P7o \Z)Vh)Vi$—)V- 2 -7 
JM-n-^SW) -4, 5, 6, 7-rh7k HDfiy [3, 2-c] tru^xfctt^oais 

8. ADPStMW, 2-7ilh^5>-5- (a-^>^D^'otf;i/*;^x;U-2-7 
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)V*U1>*J)V) -4, 5, 6, 7— fh7tKDfx; [3, 2-c] bfU^>Xte2 
h^v--5- ( « D^n WV*M=^- '2 - 7MD^>^) -4, 5, 6, 7 — y- 

h7tKofx; [3, 2-c] eus» •ttttfcarcfc** «*©«Baaii9iora«U5i8*. 

9. ACATEW, 2, 6-fcfX (l-^WPX^W 7xX;i, N— [[2, 4, 6- 
hUT. (l-^SVWWM 7x-JW ?tt)V\ X)V7T*-h* (S) -2* , 3' , 5' 
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